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Valerie James
McLeod Bay
R134
Whangarei
NEWZEAIANIJ

September 16th 1999

DCJCL.WKWSManagementRranch(H..F.Jl 305)
Food and Drug .Administratian
5630 Fishers lane, Rm 1061
Rockvi[le MD 20852
USA

Dear Sidfuladam

A J refer to the statement @ CFR Part 101., Docket NQ.98P-0683] dated August 23,
1999 that “if the agency issues a proposed regulation on a health c~[m petition, the
agency is to complete the nde-mting wdhin 540 days of the date the agency receNes the

F petition ..... therefore the F.D.A. finds that there is good cause under 21 CFR 1Q.40(b)(2) to
provide 30 days rather than 60 days for publjc comment on this proposal.”

1wish to appeal the reduced @Nicm time. The only mason given far the truncated petition
time (from 60 days to 30 days) was that the’ document above was not filed earlier in a
timely fashion. When the F.D.A. called for public submissions on the orjfjnal proposal the
‘cut-off” date was (at the latest) the end of January. No new submissions or evidence after
that date other than that of F.DJ4. origin (or from published scientific documents accessed
by the F.D.A.) was acceptable. 1can find no good reason why the $mMjc’s rjght to know of,
and comment on, the revised proposals should be. curtailed because of late f@ by the
F..D.A.: Jt is the F..D..S.’S responsibility to file ~ a timely fashion to enable U.S.. citizens
dcxniciled abroad, or interested overseas consumer representatives to have the time fo
have their say, otherwise citizens’ or consumers’ rights are diminished without due cause.

B. THE F..D.A. invites comments an specific technical points (1 through 4). I shall
comment on(1) and (3) as follows:

(1) Comments were invited on:

“Whether the .pro.posedcollection of information is necessary for the proper performance
of F.D.A.’s functions, including whether the information will have practical utility; ...”

(a) The F. DA. explains food bearing health claims must be authorised by the F. DA. in
response kI a petition. They also advise thal Jhe process for petitioning the agency
is &scribed in Sec%on 101.70(a), and information that the petibn m= include is
described in Section 101.70(f). Please note the mncMkms required below
(emphasis added):

“A. Preliminary requirements. A co* rndete exdanation of how the substance conforms
to the requirements of S.101 .14(b) (21 CFR 101.14(I$ ). For Detiiions where the subject
substance is a food inatitent or a component of a food ingredient, the petitioner should
compile a comprehensive list of the specific ingredients that will be added to the food to
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SURIIIVthe substance in the food bearhm the health claim. For each such ingredient
listed, the petitioner should state how the ingredient complies with the requirements of
S.101.14(b)(3)(ii), e.g. that its use isgenerally recognised as safe (GRAS), listed asa
food additive or authorised by a prior sanction issued by the agency, and what the basis
if for the GRAS claim, the food additive status, or prior sanctioned status.

Substance means a specific food or cornDorient of food regardless of whether the food is
in conventional food form or a dietary supplement that includes vitamins, minerals, herbs
or other similar nutritional substances. ...

The claim is limited to describing the value that ingestion (or reduced ingestion) of the
substance+ as part of a total dietary pattern, may have on a particular disease or health-
related condition;

If the substance is to be consumed at other than decreased dietay levels:

(0 The substance must, regardless of whether the food is a conventional food or a
dietary supplement, contribute taste, aroma+ or nutritive value, or any other technical
effect listed in S.1 70.3(0) of this chapter, to the food and must retain that attribute when
consumed at levels that are necessaty to justify a claim; and
(ii) The substance must be a food or a food ingredient or a component of a food
ingredient whose use at the levels necessary to justify a claim has been demonstrated by
the proponent of the claim to FDA’s satisfaction, to be ~ and lawful under the
applicable food safety provisions of the Federal Food, Drug and Cosmetic Act.

(iii) Va/hXfy requirement. FDA will promulgate regulations authorizing a health claim
only when it determines, based on the totality of publicly available scientific evidence
(including evidence from well-designed studies conducted in a manner which is
consistent with generally recognised scientific procedures and principles), that there is
sicmificant scientific agreement amom ewerts Qualified by scientific trainim and
eme rience to evaluate such claims. that the claim is SUPK)Orted by such evidence.
Analtiical data that show the amount of the subs antet that is present in representative
foods that would be candidates to bear the claim should be obtained from representative
samples, using methods from the Association of Official Analytical Chemists (ADAC),
where available. If no ADAC method is available, the petitioner shall submit the assay
method used and data establishing the validity of the method for assaying the substance
in food. The validation data should include a statistical analysis of the analytical and
product variability.

(b) Protein Technologies International Limited (P. T.1.) identified the substance as a
specific compcment of specific foods as “isoflavone containing soy protein”. They
specifically excluded forms of soy protein which do not contain isoflavones.
SG@ntific documents were presented in support of the proposition that “isoflavcme
containing soy protein” was implicated in lowering total serum cholesterol Jeve.ls; “
that other forms of soy profein were not capable of doing so. For ease of revje~, I
provide the fallowing quotes (emphasis added):

(i) Cover letter of P.T.I. petition

“Preliminary Requirements: Data establishing that isoflavone containing soy protein
products such as isolated soy protein, soy protein concentrate and soy flour conform to
the requirements of 21 C.F.R. 101.14(b) in that they are commonly consumed foods that
are generally recognised as safe (GRAS) based on common use in food prior to 1958.

Summam of Scientific Data: Data establishing that, based on the totality of publicly
available scientific evidence (including evidence from well-designed studies conducted
in a manner which is consistent with generally recognised scientific procedures and
principles), there is significant scientific agreement among experts qualified by scientific
training and experience that a relationship exists between the consumption of certain

● isoflavone containing soy protein products and a reduced risk of coronary heart disease.”
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(ii) Preliminary Requirements:

;.;
“The Substance of This Petition is Soy Protein with
Isoflavones.

Naturally-Occurring

The petitioner submits that the substance of this petition be defined specifically as:

SOY protein conteinin,u the sum total @ aglycone units) of all 12 isomers of
neturally-occurrhw isoffavones in amounts of no less than 2 mxbki Ofsoynrotein.

The summary will also establish the basis for the threshold level of soy protein and the
accorrw arwina level of isoflavones .reauired to achieve the biological effect of
cholesterol-lowering that has been associated with a reduction in risk of coronary heart
disease.

SOYRrotein with naturally-occurrina isoflavones fully conforms to the definition of
“substance” as described in 21 CFR 101.14(a)@) which states that to be eligible for a
health claim, the substance must be a food or a component of a food, and that, in
accordance with 101.14(b){3)(i), the substance must achieve its effect through its use as
a food or component of food, e.g. through its nutriiive value, which is retained at the
levels consumed to justify the claim.

A number of other sources of soy protein commonly consumed in the diet may or may
not contain sufficient amounts of naturallwoccurrina isoflavones to effectively lower
blood cholesterol levels. These include the traditional fermented and nonfermented soy
foods such as tofu, tempeh, and miso.

A variety of other food ingredients are also derived from soybeans. Some of these
ingredients do not contain protein, others may contain protein, but without sufficient
amounts of naturally-occurring isoflavones to have a cholesterol-lowering effect.”

(iii) Scientific Summary:

“.. only soY Drotein that has been Drocessed in a manner in which isoflavones are
retained will result in cholesterol-lowering.

Specificity of the Hy.pocholesterolemic Effect of Soy Protein with NaturallwOccurring
Isoflavones.

To soecify that soY Drotein containing naturallv-occurrina isoflavones is the substance
identified in this health claim Detition. evidence is Drovided to SUDDort the Dosition that
the ChOleSteml-10WIiM effect observed with inaestion of food sources of soYmotein can
be attributed to this substance and is independent of changes in other components within
the diet when soy protein is consumed.

With the exceotion of isoflavones. there is no convincing exmwimental evidence to
SUDDort Itild-lowerina effects of any one of the others of these non-nuttilve commments.

Because of the lame imt)act of Drocessima, the amounts of isoflavones found in different
food SOUWS Of SOY.motein is variable. Conseauently, a minimum level of isoflavones
needs to be consumed within the soY Drotein fraction in order to obtain the full benefit of
inaestion of soy Drotein on blood li~ids and Ii.rxmroteins.

The study also demonstrated that the Iidd-lowerhua rewonse observed with iruaestion of
ISP was skrnificantly related in a dose-demndent manner to the amount of isoflavones
found naturally within the sources of soYDrotein consumed (pcO.05).

In establishinga an effective daily level of intake of soY Drotein. it is also necessarv to
sDecify a minimum effective level of naturallwoccurrin a isoflavones that g@ also be
present to achieve the full li@d-lowering benefit from ingestion of soy protein. The

* results of the recently completed does-response study in humans indicate that this level
is between 38.9 and 61.8 rng total isoflavones/aglycone units (Crouse et al, in
submission). Expressed on a per gram of protein basis, the effective amount of total
eglycone isoflavones is between 1.55 and 2.47 mg. The linearity of the relationship
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(c)

(d)

(e)

(3)
●

between soy isoflavones and the magnitude of the lipid response was also established in
this study. Consequently, the effective dailv level of intake of isoflavones in aaIycone
@ can be calculated based on linearity to be w Proximately 2.0 ma[a of soY protein.
At this level, 2.0 mg/g protein, a 3.2% decline in total cholesterol [95% Cl= -0.8 to -5.6)
and a 4.5% decline in LDL cholesterol {95Y0 Cl = -1.5 to -7.4) would be expected
{Figures 1 and 2). For individuals with LDL-cholesterol concentrations >160mg/dL, ~
SOYDrotein with 2.Oma total aalvcone isoflavones/a motein could be exDected to moduce
a 7.7% decline in total cholesterol (95% Cl = -4.8 to -10.7) and a 9.5% dectine in LDL-
cholesterol.

Qualifying Amounts of Soy Protein to Permit Claim

It is proposed that the amount of soy protein required to qualify an individual food to bear
the soy protein and heart disease health claim be established at 6.25g per reference
amount customarily consumed (tWCC). This proposed qualifyhtg amount was derived
by dividing the effetitve daily level of intake of 25g of soy protein by a factor of 4 to
reflect the four e~tng occasions, three meals and a snack+ defined as the typical dietary
patter of most Americans.

At an intake of 6.25g of soy protein, a minimum of 12.5m.g of total aglycone isoflavones
should also be present per RACC. It must be ermhasized that the aualifyina amounts of
isoflavones are based on levels present naturally within the soy protein fraction.”

The F.D.A.., in evaluation of the health claims made by P. T.1-.stated (Nov. 1998) that
the “FDA is nof persuaded that the isoflavone component of soy protein is a relevant
factor to the diet-disease relationship.”

Therefare, “the narrow issue of the method F.D.A. WN use to verify that foods
bearing the required amount of soy protein” is irrelevant to the petition of P.T.1.
which emphasizes Mat the “substance” is %oflavone containing soy protdn” and
that only the protein containing “@lifjing amounts of isaflavoms” will result in the
benefkial effects claimed.

The F..D..A. has a mandafe to consider and evaluate only the claims made for the
petitioned “substance”. U does not have the mandde to consider nr evaluate any
other “substance”. The F.D.A. has ruled that the ‘[substance” jdenttied as the
isoflavone component of soy protein” is.~ a relevant factor: And yet this ~ the
substance which “Wthe basis of P. T..J..’spetition. The F.D.A. has therefore, in effect,
dismissed P. T.L’s petitiom The F. D../k has w mandate to substitute (under ibis
regulation) a different substance (Le. soy protein per se) and suggest that a IwaUh
claim to be enforced by measurement of soy protein per se in foodstufk could be
relevant to the health claims proposed by P..T.I. as speMc to just one component of
some soy protein foods. Thus 1 submit that “the proposed collection of information”
vvil have w practical utility in the enforcement of the petitioners submission which
was for “certain isaflavone containing soy protein”.. Furthermore, since

‘If the claim pettains to a substance not provided for in S101.9 or S101 .36 ~
will DroDose amendim that regulation to include declaration of the substance.”

The F.D.A. could inappropriately and in absence of due proces% potentially give
legal approval 10 two additives (i.e. koflavones and soy protein isolate) whk%
currentiy, and for good cause, do not have G.R..A.S. status.

Comments were invited on

Ways to enhance the quality, utility, and cJarity of the information to be collected.”
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The F.DA. is required, by statute, to ensure that:

0)

(ii)

(iii)

(iv)

July

(a)

(b)

n

“The summary shall concentrate on the findings of appropriate review articles, National
Institutes of Health consensus development conferences, and other appropriate
resources materials. Issues addressed in the summary shall include answers to such
questions as:

1. Is there an optimum level of the particular substance to be consumed beyond
which no benefit would be expected?

2. Is there any level at which an adverse effect from the substance or from foods
containing the substance occurs for any segment of the population?

3. Are there certain populations that must receive special consideration?
4. What other nutritional or health factors (both positive and negatiie) are important

to consider when consuming the substance?

In addition the summary of scientific data shall include a detailed analysis of the
potetiial effect of the use of the proposed claim on food consumption, specifically any
change due to significant alterations in eating habits and corresponding changes in
nutrient intake resutting from such changes in food consumption. The latter item shall
specifically address the effect on the intake of nutrients that have beneficial and
negative consequences in the total diet.

“no substance is Dresent in an inarmropriate level as determined in the specific provision
authorizing the claim.”

That

‘All information concerning adverse consequences to any segment of the population
(e.g. sensitivity to the substance).”

was presented by the petitioner and is evaluated by the F.D.A.

TM;

“The claim is corndete., truthful and not misleading.”

comments in respect of (3) therefore are:

The F.13JI. has already found that:

“... the petitioner’s conclusions regarding the significance of soy isoflavones with respect
to the observed cholesterol-lowering effects of soy protein were not supported by the
available studies.”

Therefore the F.D..A. must determine the exact akrnative ‘substance” before any
ccdlectkm af informaticm will have utility. Only then will “truthful claims” be “made cm
foods” (136 Congressional record 11, 12953., 0cU?6., 1990, Statement of
Represen@We Waxman.

‘Section 403@) of the act requires that food bearing a health claim authmtsed by
regulation on a mtition to the agency ...”

The F.D.A. is not authorised (by this Act) to regulate on anythiig other than the
petitian by the agency. That is, it cannot “substitute” a variation on the claim and
make a proposed (or actual) rujing on this Substituted purpose.. Therefore the
“clarity of the information must relate to the petition.
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(c) The F.D.A. isrequked toensure the claim ismmplete. A search of Merafure will

~
indica~e that P.TJ. did not accurately include summarjes of adverse effects and so
was incomplete, and was also miskxdiqg. The utility of the information arking fram
a diligent search of scientific literature ~&uld result therefore., in the F.D..A. returning
the petition to P..T.L and in denying approval. Any petition found to be “incomplete”
ShouJd be retuned to the petitioner (Sec. j Cij .70) and should be denied.

(i) I incW below, in part, a recent decision of the Broadcasting Standards Authority of
New Zealand, which, having the force and authority of a court decision, will illustrate
that lhe P.T..1.petition was in fact misleading, because of its omission of ‘Jsignifkant
disagreement among the experts”.

IN THE MAITER of the Broadcasting Act 1989
m
IN THE MATTER efacompkhtby

R.F. JAMES
Of Whangerei

Broadcaster
TELEVISION NEW ZEALAND LTD

DECISION

Turning to standard G6, the Authority notes TVNZS claim that the item was essentially a cooking
demonstration and that such a programme would not be expected to outline the health risks of ingredients
being used. This may well be so. However, when making claims about health benefits of ingredients which
are themselves a matter of controversy, then the Authority considers that the broadcast should at least
acknowledge the existence of that controversy. In this instance, the cooking demonstration involved the use
of soy, and the claimed benefits of the product were promoted extensively. Those claimed benefits are a
matter of contention and there is controvemy. The Authority concludes that this raises questions of a
“controversial nature” to which standard G6 applies.

The Authority notes that no effort was made on the programme to point out that there is significant
disagreement among the experts about the claimed health benefits of soy. As these criticisms were not
raised or discussed, the Authority concludes that the programme lacked impartiality and balance, and that the
standard was breached.

For the above reasons, the Authority upholds the complaint that a segment on Good Morning on 3 May 1999,
broadcast by Television New Zealand Ltd, breached standards GI and G6 of the Television Code of
BroadcasMg Pract&.

(ii) 1 also refer the F.D.A. evaluators to Figure ~, p.279 “Mets-analysis of the Effects of
Soy Protein on Serum lipids.” Anderson et al., New England Journal Medicinel
August 3, 1996. The net change far individuals in serum LCL cholesterol (from 31
trkds) indicates that for some jndividual~ especially those subjects with initial
normal levels, soy protein ingestion increased LDL levels. The complete study as
publiied was provided by P..T.J. as a part of their submission.

)Yours incerely

4

J/aterje James
u
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